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Amendments to the Claims : 

This listing of claims will replace ; all prior versions, and listings, of claims in this application. The 
following amendments do not constitute an admission regarding the patentability of the amended 
subject matter and should not be so construed: Applicant reserves the right to pursue the subject 
matter of the canceled claims in this or any other appropriate patent application, 

Claims 4, 13, and 47-;59 have been tended to rem^ dependencies. Please cancel claims; 

19-38 withdut^rejudice fo or d Claims:! -f 8: and, 

39-59 areripw pending. 

Complete Listing of Claims: 

1. (Original) A meihod of determining the tissue selectivity of a ligand forratco-regulator 
depended target ^ comprising: 

(i) providing a set of li^ the stability of the target nioliecule; and 

(b) screening one or more ligands of said set for their ability to further modify the stability of 
Re target molecule in theipresence of one or more tissue-selecti^ 
molecule; wherem a to 

ligand 6£saiil '0i and a cp-regulator pf said dneormoret^ 
whether t^ 

tis3ue-selective coTregulator, thereby determining the tissue selectivity of the ligaM for the target 
molecule: 

. 2 j[Original) Th6 mefi^^ 
stability of the target molec^ 
for their abiiify to 

3 . (Original) The method of claim 2, wherein said screening o f one or more of a 
multiplicity of different lig^ 
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(a) contacting said target molecule with one or more ligands in each of a multiplicity of 

containers; 

(b) treating said target molecules in each of said multiplicity of containers to cause said target 
molecule to unfold; 

(c) :measuring in each of said containers a physical change associated with the.unfolding of 
said target molecules; 

(d) generating an unfolding . curve for said target molecule for each of said containers; 

(e) comparing each of said unfolding curves in step (d) to: 

(i) each of the other unfoldiiig curves; and/or 

(ii) the unfolding curye for said target molecule in the absenceof any of said 
multiplicity of different ligands ;,and(f)> deteiminmg whether any of said ligands 
modifies thetstability of said target molecule, wherein a modifications 
indicated by a change in said mfolding curve, 

4. (Presently Amended) The method of claim 1 or claim 3 j wherein said screening step 
further comprises: 

* ■ * • 

(a) contacting said target molecule and one or more molecules of said set with one or more»of 
said co-regulators in each of a multiplicity of containers; 

(b) treating said target molecules in each.of said muUiplicity of coM target 
molecule to unfold; 

(c) measuring in each pf said containers a physical change associated .wi'tfii -t|ie^Xso^^i^^ v Q^ 
said target molecules; 

(d) generating an unfolding curve for said target molecule for each of said containers ; 

(e) comparing each of said ; unfoldihg:Curves in step (d) to: 
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(ii) the unfolding curve for said target molecule in the absence of (1) any of said ligands of 
said set and/or (2) said co-regulators; and 

(f) determining whether any of said ligands of said set fiirther modifies the stability of said 
target molecule, wherein a further modification in stability is indicated by a further change in said 
uhfolding;curve ; 

5. (Original) The method of claim l v wherein sadd.one or niore corregulators includes axo- 
activator and/or a co-repressor. 

6- (Original) The method of claim 5- wherein one or more ligands of the set further modify 
the stability of ^ inthe presence of a co-activator, thereby identifying the Ugand as 

an^goni&ofthe target molecule when inthe presence of the coaactivator; 

% (Original) The meffiod of claim 6, wherein the agoni^ a partial agonist; 

8. (Original) The method of claim 5, wherein one or more molecules of the set further 
modify the stability of the target molecule m the presence of a co-repressor, thereby identifying the 
ligand asan ^ in the presence! of the co-repressor. 

9; (Ongihal) The method of claim 8; wherein the ^tagbnist is a .partial agonist 

10. (Original) Amethod of determining the tissue selectivity of a Iigarid-for a cb-regulatbr 
dependent target molecule comprising: 

(a) providing a set of ligands that shift the thermal unfolding curve of the target mol ecule; 

and 

(b) serening one or more ligands of the set for their ability to further shift the thermal 
unfolding ;ciirve of the target molecule in the presence of one or more tissue- selective co-regulators 
for the; target molecule; wherein a further shift in the thermal unfolding curve of the target molecule 
in the presence of aiiigarid of the set and aco-regulator of said one or more tissue-selective co- 
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regulators indicates whether the ligarid is an agonist or an antagonist of the target molecule when in 

the presence of said tissue-selective co-regulator, thereby determining the tissue selectivity of the 

ligand for the target molecule. 

11. (Original) The method of claim 10, wherein providing the seit of ligands that shift the 
thermal unfolding curve of the target molecule comprises screening one or more of a .multiplicity of 
different ligands for their ability to shift the unfolding curve of the target molecule. 

12. (priginal) The method of claim 11, whereinsaid screening of one or more of a 
multiplicity of different ligands further comprises: 

(a) contacting said target molecule with one or more of said multiplicity of different ligandis 
in each of a; 

(b) heating saiid target molecules in each of said multiplicity of containers to cause saiid toget 
molecule to unfold; 

(c) measuring in each of said /containers a physte^ : ^ 
unfoldingfofsmd to said hearting; 

(d) generating a thermal unfolding curve for said 
for each of said containers; 

(e) comparing each of sdd , unfolding curves^m (d) to:- ; 

(i) each of the other thermal unfolding curves; ;^d/of 

(ii) the thermal unfolding curve for said target molecule in the absence of any of said 
multiplicity of difMehtligands; and 

(f) determining; whether any of said multiplicity of different ligands shift the thermal 
unfolding curve of said target molecule. 
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1 3 ; (Presently Amended) The method of claim 1 0 or claim 12 , wherein said screening 



step further comprises: 

(a) contacting said target molecule and one or more ligands of said set with one or more of 
said co-regulators in each of a multiplicity of containers; * 

(b) heating said target molecules in each of said multiplicity of containers to cause said target 
molecule to unfold; 

(c) measuring in each of said .containers a phys^ the thermal 
unfolding of said target module said heaiing; 

(d) generating a thermM unfolding curve for said target molecule as a function of temperature 
fbr each of s$il containers; 

(e) comparing each of said thermal unfolding curves in step (d) to: 

(i) e^h of the other thermal unfolding curves; and/or 

(ii) the thermal ^ target molecule in the absence df(i) any of said 
ligands of said set and/pr :(2) said cp r f e^latp^ 

(f) determining whether any of said mblecUles of said set further shifts the thermal unfolding 

c^etb£sm#t^ 

14. (Original) The method of claim 1 0; whereinVsaid one-bf more coTreguliatdire idcMes^ 
co- activator and/or aco-repressor, 

15. (Original) The method of claim 10, wherein one or more ligands of the set further 
rpodifythe stability of the; target molecule in the presCTce of a 

ligand as an agonist of the target molecule when in the presence, of the co-activator. 

16v (Original) The method of claim 15, wherein the agonist is a partial agonist 
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17. (Original) The method of claim 10, wherein one or more ligands of the set further 

modify the stability of the target molecule in the presence of a cb-repressor, thereby identifying the 
ligarid as an antagonist of the target molecule when in the presence of the. co- repressor. 

18. (Original) The method of claim 17, wherein the antagonist is a partial agonist. 

19. (Cancelled) 

20. (Cancelled) 

21. (Cancelled) 

22. (Cancelled) 

23. (Cancelled) 

24. (Cancelled) 

25. (Cancelled) 

26. (Cancelled) 

27. (Cancelled) 

28. (Cancelled) 

29. (Cancelled) 

30. (Cancelled) 

31. (Cancelled) 
32.. (Cancelled); 

33. (Cancelled) 

34. (Cancelled) 
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35. (Cancelled) 

36. (Cancelled) 

37. (Cancelled) 

38. (Cancelled) 

39. (Original) A method of determining the tissue selectivity of a ligahd for a co-regulator 
dependent target molecule haying an unknown function comprising: 

(a) providing a set of ligarids that modify the thermal unfolding curve of a target molecule 
having an unknown function, wherein said set of ligands modify the thermal unfolding curve of 
i^ieiptors which share^biolb 

(b) screening oiieior more jigandro^said set for their ability to further modify die thermal' 
unfolding curve of the target m in the presence of one or more co- regulators; ^ a 
further modificatipnrof the thermal imfolding cxirve of jthe target molecule in the presence of a ligand 
of said set and a co-regulator of said one or more co-regulators indicates whether the molecu^ 
agbriist br an ^tagohist of the target molepule \yhen in the presenceiof said co^reguMp^ 

40. (Original) The method of claim 39, wherein providing 
thermal unfolding curve of the target molecule compns^ 

which modify the thermal unfolding curve of receptors AvWch; share biological function for their 
ability to modify the thermal unfolding curve of the target molecule. 

41. (Original) The method of claim 39, wherein the ligand is a partial agonist of the target 
iriolecuie when in the presence of a COractivatofc 

42. (Original) The method of claim 39* wherein the ligand is a partial agonist of the target 
molecule when in the presence/bf a co-repressor. 

43. (Original) Amethod of detenniningthe tissue selectivity of a ligand for a co-regulator 
dependent target molecule having an unknown Sanction comprising: 
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(a) providing a set of ligands that modify the stability of a target molecule having an 

unknown function, wherein said set of ligands modify the stability of receptors which share 
biological function ; and 

(b) screening one or more ligands of said set for their ability to finther modify the stability of 
the target molecule in the presence of one or more co-regulators; wherein a further modificatibn^of 
the stability of the target molecule in the presence of a ligand of said set and a co-regulator of said 
one or more co-regulators indicates whether the molecule is an agonist or an antagonist of the target 
molecule when in the presence of said cd-regulator. 

44/ (Original) The method of claim 43, wherein providing the set of molecules that modify 
the stability of the target to or mbf^pahels of li^da^cltmb^^ 

the stability of receptors: which share biplbgical fuhct^ their ability to rimdi^ ^ItabiUty bf 5 
the^arget molecule. 

45. (Original) The method of claim 43, wherein the ligand; is a partial agonist of the tiarget 
molecule when in ithe presonceof &cfc*activaior. 

46. (Original) The method of claim 43 , wherein the ligaind is a partial agomSt of the target 
molecule when in the presenc^of a cb-repressbn 

47. (Presently Amended) The^method of claim[[s]] l[[-46]], wherein the targ# molecule 
is selected from and^bgen receptor, glucocorticbid receptor, estrogen receptor, progesterbne receptor, 
GPCR^-KB;. steroid recep and Jac. 

48. (Presently Amended) The method of claim[[s]] 1 IX- 46]], wherein the: targetimolebule; 
is a nuclear receptor. 

49. (Presently Amended): the; method of claimfts]] 1 [[- 46]], wherein the target molecule: 
is a G-prptein coupled receptor. 

50. (Presently Amended) The method of claim[[s]] I [[- 46]], wherein the;target molecule 
is ah estrogen receptor. 
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51. (Presently Amended) The method of claim[[s]] 1[[- 46]], wherein the target molecule 

is ER-a. 

52. (Presently Amended) ' The method of claim[[s]] l[[- 46]], wherein the target molecule 

is ER-. 

53. (Presently Amended) The method of elaim[[s]] 1 [[- 46]]* wherein the target molecule 
isJPPAR-Y. 

54; (Presently Amended) The method of claim[[s]] 1 [[- 46]], wherein the target molecule 
. is a tyrdsine kiiiase. 

55. (Presently Amended) The method of claiin[[s]] 1 [[- 46]], wherein the target molecule 
isNF-xB. 

56. presently Amended) The method of claim[[s]] 1[[- 46] ] y wherein one or mbreoMe 
corregulators are selected from SRC-1 , SRG-2, and SRG-3. 

57. (^r^entiy Amended) The method of claim [[s]] I[[- 46]], where in the (^regulktbr is 
^elfected frqni;Gsa,Gii, Gta, Gqa, Gpa,Gqa,„IlcB, SH2 and SOG$. 

58. :<yresentty Amended); The method of claim[[s]] 1[[- 46]], wherein the^^ a 

steroid. 

59. (Presently Amended) The method of claim[[s]] 1 [ [- 46] ] j wherein the ligahd is aribiH 
steroidal ligahd. 
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